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Des riptlon 

This invention relates to pharmac utical compositions for oral administration of antibiotics and other med- 
icaments with unpleasant taste characteristics, and partlcuiariy to compositions formulated as chewable tab- 
5 lets. 

From the point of view of bioavailability, the preferred form of administration of sparingly soluble medica- 
ments such as a p-tactam antibiotics is often an aqueous suspension. However, there are problems associated 
with this form of administration. For example, such preparations in multidose form may have a limited shelf 
life; and usual methods of dose measurement lack accuracy. The bitter taste of many such medicaments is 
10 also a drawback. 

Solid dosage forms which are swallowed, such as tablets and capsules, provide accurate dosage and avoid 
taste problems; but since they have to disintegrate in the gastrointestinal tract and the medicament has then 
to dissolve before it can be absorbed, absorption tends to be slower than from a suspension, and may be less 
than complete. Also, some patients have difficulty swallowing tablets and capsules, and there is a practical 

IS limit to the size, and therefore the dose, that can be swallowed. 

Single dose powders forreconstitution in sachet form, and dispersible tablets, offer the advantages of sus- 
pensions without the problems of instability, measurement inaccuracy, difficulty In swallowing, or size limita- 
tion. However, residues from the disperaed formulation may be another reason for incomplete doses being 
swallowed. This Is a particular problem with dispereibie tablets, since the component granules may disperse 

20 into particles which are too targe to remain evenly suspended. 

In general, chewable tablets are advantageous In that they combine the accuracy of dosage associated 
with tablets, with the optimum bioavailability of suspensions. They may also accommodate larger doses than 
swallow tablets or capsules. Their acceptability is, however, reduced for bitter tasting medicannenta, such as 
antibiotics, especiaily at higher doses, for example 500 mg. and above. 

25 The dispersion properties of dispersible tablets can be facilitated by the inclusion of an add/base couple 
in which the base liberates cart}on dioxide when the components of the couple are dissolved in water. Such 
an effervescent couple has also been included In tablets for swallowing, to aid their disintegration In the gae- 
trointestinal tract It is also known to provide effervescent formulations of medicaments in water-soluble form 
so as to provide clear solutions of the antibiotics. 

30 It has now been found that the inclusion of an effervescent couple In chewable tablets of bitter-tasting med- 
icaments has surprising advantages with respect to paiatability, in addition to assisting the break-up of the 
tablets In the mouth when chewed or sucked. Such *f Izzy chewable' tablets are thus weli-acoepted by patientB, 
especially small children, who would otherwise find the medicine difficult to take and who might therefore re- 
fuse treatment This contribution to Improved patient compliance is also important with other classes of pa- 

35 tients, for example the elderly, and those with mental illness. 

Accordingly In one aspect the present invention provides a chewable tablet comprising a chewable base, 
a medicament having a bitter taste or unpleasant mouth-feel and an effervescent couple, said IngredientB of 
the tablet being substantially uniformly distributed within the tablet 

This chewable composition Is especially suitable for improving the taste characteristics of a range of med- 

40 icaments, particularly for improving the taste of bitter-tasting medicaments, but clearly also provides a pleasant 
mode of administering any medicament, particularly those with an unpleasant mouth-feel even in the absence 
of a bitter taste, for example antacids. 

Typical bitter-tasting medicaments are p-lactam antibiotics including penicillins such as amoxycillin or anv 
piclliin, optionally in admbdure with a p-lactamase inhibitor especially when a high dose is needed. Other med- 

45 icaments whose taste can be improved include antihistamine H2-receptor antagonists typically anti-ulcer conrv 
pounds such as cimetidlne, non-steroidal antl-inflammatories such as nabumetone, and bile acid sequestrants. 

The effervescent couple comprises a basic ingredient and an acidic Ingredient, the basic ingredient liber- 
ating carbon dioxide when It and the acidic Ingredient are contacted with saliva or added water. 

The amount of the effervescent couple is selected at a level sufficient to counter the taste of the medica- 

so ment without itself causing discomfort in the patient's mouth. Normally the amount of effervescent couple will 
be less than that conventionally used in water-disperslble or sdubilizable tablets. 

Preferred antibiotics are amoxycillin and ampiciilin, preferably amoxycillin trihydrate. A preferred p-lacta- 
mase inhibitor is davulanic add, preferably as potassium clavulanats. Typically, the ratio of antibiotic to Inhibitor 
is 4:1 or 2:1 by weight, but ratios of 12:1 to 1:1 may b used.Theweightof antibiotic in a unit dose may rang 

ss from125mgto1g, xpressedint rmsofth activity of the antibiotic. The weight of antibiotic in the composition 
calculat d as the fre acid, may range from 5% to 50% based n the weight f the tablet The weight of th 
p-lactamas inhibitor in th composition, calculated as the acid, may range from 0.4% to 30% based on th 
w ight of the tablet 
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Other medicamenta used in the tabi t of the inventi n will also typically comprise 5 to 50% of the tablet 
weight 

Theeffervescentcouple typically compris s citric acid or sodium hydrogen citrate and sodium bicarbonat , 
but other physiologically acceptable acid/alkaline or atlcaline earth metal carbonate mixtures may be used, for 
5 example tartaric, adipic, fumaric or malic acids, and sodium, potassium or calcium (bi)carbonates or sodium 
glycine caribonate. 

In general it has been found that preferred taste charactertetics are exhibited when the relative proportions 
of the components of the effervescent couple on a chemical molecular equivalent basis are in the range of 
4:3 to 1:3, more preferably about 2:3, expressed as the ratio of molecular equivalent of the acidic component 
10 Id the basic component In terms of a preferred combination of citric acid and sodium bicarbonate these values 
represent on a weight basis, a range from 1 :1 to 0.3:1 , preferably 0.5:1 expressed as the ratio of acidic to basic 
component 

However, in some formulations, the choice of flavouring agents may result in optimisation of taste char- 
acteristics when there Is an excess of acidic component for example, on a chemical molecular equivalent basis 
IS of from about 11:3 to 4:3 expressed as the ratio of acidic to basic component For the combination of citric acid 
and sodium bicart>onate this represents 5:1 to 1:1 on a weight basis. 

The weight of the acidic component may be in the range 0.5% to 20%, preferably 1 .5% to 5%, of the weight 
of the tablet 

The weight of the basic component may be In the range 0.5% to 30%, preferably 1 .5% to 1 0%, of the weight 
20 of the tablet 

In general, taste testing shows that acceptable taste characteristics are found with the effervescent couple 
representing 6.25% to 30% of the final tablet weight with a preference for 10-15% in chewabie antibiotics tab- 
lets but up to 20% for some other materials, such as nabumetone. 

Preferred combinations comprise cttric add (or sodium hydrogen citrate) or malic add with sodium car- 
25 bonata in a weight ratio of 0.5:1 to 1 :1 . 

The chewabie base may be any of those conventionally employed in chewabie tablets, for example man- 
nltol, sorbitol, dextrose, fiructose or lactose alone or combination. The tablets may also contain conventional 
lubricants such as magnesium stearate, sweetening agents such as sodium saccharin and aspartame, and fla- 
vouring and colouring agents. 
30 In another aspect of this invention disintegrating agents are incorporated into the chewabie tablet so as 

to give the patient the option of dispereing the tablet in a small amount of water prior to administration. 

Suitable disintegrating agents are cellulose products such as microcrystaliine cellulose, mlcrof ine cellulose 
or hydroxy propyl cellulose, and other nr^ateriais such as cross-linked polyvinyl pyrrdidone (PVR) or sodium 
starch glycollate, used singly or in admbcture. Hitherto in attempts to provide a dispereible tablet which can also 
35 be chewed containing conventional, especially cellulose - based disintegrants, the latter impart an unpleasant 
mouth-feel. However this is masked effecthrely when combined with an effervescent couple In the chewabie 
tablets of this Invention. 

When using disintegrating agents to impart dispersibility to the chewabie tablets, the amount of efferves- 
cent couple may be maintained at the levels indicated above relative to the weight of the final chewabie, dis- 
40 peraibie tablet in view of the additional taste load, amounts of effervescent couple In the upper regtons of the 
Indicated ranges may be preferred. 

The disintegrant is typically added at amounts of 5% to 30%, preferably from 15 to 20%, based on the final 
weight of the tablet 

The Ingredients discussed above may be formed into tablets by conventional techniques, for example eit h- 
45 er by dired oompresston, orf Iret slugging sonne of the ingredients, milling the slugs, blending with the remaining 
Ingredients, and then compressing, as appropriate. 

The chewabie tablets are preferably pad<aged in sealed protedive containere, such as screw cap bottles, 
plastic or metal tubes, aluminium foil sachets, aluminium-foil backed blister packs. It may be appropriate to In- 
corporate a desiccant in the packaging. Alternatively, an edible deslocant may be incorporated in the oompo- 
50 sition as disdosed in EP-A-0 049 061 (Beecham). 

Preferably the tablets are in unit-dose form. The amount of medicament in a unit-dose will depend on the 
condition to be treated and the assay of the medicament The unit-dose will be repeated according to the usual 
regime for the medicament. 

The inv ntion is illustrated by the following Examples. 

55 

Example 1 

250 mg Dose Fizzy Chewabie Tablet (p-iactam antibi tic) 
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Inqredj. nts 



mq/ 
tablet 



(% w/w) 



10 



15 



20 



Amoxycillin Trihydrate equivalent 

to Amoxycillin free acid 
Magnesliun stearate 
Citric acid 
Sodium bicarbonate 
sodium saccharin 
Lemon dry flavour 
Lime dry flavour 
Sorbitol B,P. 
Mannitol U.S. P. 



250.00 

6.75 
12.50 
25.00 

2.50 
27.50 

1.38 
90.00 



41.667 

1.125 
2.083 
4.167 
0.417 
4.583 
0.230 
15.000 



q.s.to 100% 



600 mg 



25 Example 2 

375 mg Dose Fizzy Chewable Tablet (P-lactam antibiotic g-lactamase Inhibitor 



30 



Ingredient 



mo/ 

tablet 



35 



40 



45 



SO 



Amoxycillin Trihydrate equivalent 
to Amoxycillin free acid 

Potassium Clavulanate equivalent 
to clavulanic acid 

Magnesium stearate 

Citric acid 

Sodium bicarbonate 

Sodium saccharin 

Lemon dry flavour 

Lime dry flavour 

Sorbitol B.P. 

Silica gel dessicant 

Hannltol U.S. P. 



250.00 

125.00 

12.0 
17.5 
35.0 
5.0 
50.0 
2.5 
180.00 
80.0 



20.833 

10.417 

1.000 
1.458 
2.917 
0.417 
4.167 
0.208 
15.000 
6.667 



q.s to 100% 



55 



1200 mg 
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Manufacturing Procedure for Examples 1 , 2 and 3 

All ingredients were reduced to th desired particle siz by milling, then blended in a planetary mixer, to 
produce a compression mbc. The compression rnbc was th n tabi tted on a rotary tabletting press, to the desred 
tablet w ight. 

Example 3 A and SB 

SOOmg NSAID Fizzy Chewable Tablets 

SQQtna NSAID Flzzv chewable Tablets 

Ingredients A B 

mg mq 

Nabiunetone 500.00 500.00 

Sodium Bicarbonate . 50.0 50.00 

Citric Acid Anhydrous 25.00 25.00 
Ph. Eur. 

Sorbitol B.P. 180.00 180.00 

Magnesium Stearate 13.50 13.50 
Ph. Eur. 

Lemon Dry Flavour 55.00 

Peppermint Flavour - 12.00 

vanilla Flavour - 12.00 

Saccharin Sodliim B.P. 5.00 5.00 

Mannltol USP 1200.00 to 1200.00 



Example 4 

fr-Lactam Antiblotic/p-Lactamase Inhibitor Fizzy Chewable Dispersible Tablet 
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Example 4A 



EXCIPIENTS 


Mg Per 
Tablet 


% 


*Amoxycillin Trihydrate (fa) 


250.0 


20.83 


*Potassi\im Clavulanate (fa) 


62.5 


5.21 


^Magnesium S tea rate 


12.0 


1.00 


*Cltric Acid 


48.0 


4.00 


*Sodl\im Bicarbonate 


62.4 


9 • 20 


*Slllca Gel Desslcant 


38.4 


3.20 


PVP Cross-Linked Dried 


72.0 


6.00 


Aspartame 


16.8 


1.40 


Lemon Flavour 


28.8 


2.40 


Lime Flavour 


4.8 


0.40 


Mannltol 


to 1200.0 


to 100.00 



* » Slugging mixture 
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ExampI 4B 
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EXCIPIENTS 


Mg Per 
Tablet 


% 


10 


ft 


Amoxycillin Trihydrate (fa) 


250.0 


20.83 




it 


Potass ixim Clavulanate (fa) 


62.5 


5.21 




i( 


Magnesium Stearate 


12.0 


1.00 


15 


if 


Citric Acid Anhydrous 


48.0 


4.00 


* 


Sodltim Bicarbonate 


62.4 


5.20 




* 


Silica Gel Dessicant 


38.4 


3.20 






PVP Cross-Linked Dried 


72.0 


6.00 


20 




Aspartame 


16.8 


1.40 






Orange Flavour 


25.0 


2.08 






Pineapple Flavour 


10.0 


0.83 


25 




Mannitol 


to 1200.0 


to 100.00 



* Slugging Mixture 

30 



35 



40 
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Example 4C 
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EXCIPIENTS 


Mg Per 
Tablet 


% 


10 


♦Amoxycillin Trihydrate (fa) 


250.0 


20.83 


♦Potassium Clavulanate (fa) 


62.5 


5.21 




♦Magnesium Stearate 


12.0 


1 .00 




♦Citric Acid 


48.0 


4.00 


IS 


♦Sodium Bicarbonate 


62.4 


5.20 




♦Silica Gel Dessicant 


38.4 


3.20 




PVP Cross-Linked Dried 


72.0 


6.00 


20 


Microcrystalline cellulose 


150.0 


12.50 


Aspartame 


16.8 


1.40 




Lemon Flavour 


28.8 


2.40 




Lime Flavour 


4.8 


0.40 


25 


Mannitol 


to 1200.0 


to 100.00 



♦ » Slugging mixture 



35 



40 



45 



SO 
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ExampI 4D 











* 








i€ 


Po'tassiuin OTaviildnaii6 


w * • 9 


5 21 


ft 






1 nn 


ft 






A on 


*. 


Sodlxim Bicarbonate 


62.4 


5.20 


* 


Silica Gel Desslcant 


38.4 


3.20 




PVP Cross-Linked Dried 


72.0 


6.00 




Microcr y stall Ine cellulose 


150.0 


12.50 




Aspartame 


16.8 


1.40 




Orange Flavour 


25.0 


2.08 




Pineapple Flavour 


10.0 


0.83 




Mannltol 


to 1200.0 


to 100.00 



* Slugging Mixture 



Manufacturing Procedure for Examples 4A/B/C/D 

The materials marked • were slugged on a tabletting machine. The 'slugs' thus obtained were broken down 
by milling and then blended with the remaining Ingredients to produce a oompresston mbc This mb( was ta- 
bletted on a rotary tabletting machine to the desired tablet weight 

Claims 

Claims for the following Contracting States : AT, BE, CH, DE, DK, FR, GB, IT, LI, LU, NL, SE 

1. A chewabte tablet comprising a chewable base, a medicament having a bitter taste or unpleasant mouth- 
feel and an effervescent couple said ingredients of the tablet being substantially uniformly distributed with- 
in the tablet 

2. A tablet according to daim 1Jn which the effervescent couple comprises 6.25 to 30% of the tablet weight 

3. A tablet according to daim 2 in which the effervescent couple comprises 1 0 to 20% of the tablet weight 

4. A tablet according to any one of dalms 1 to 3 in which the chewable base is one or mors of mannltol, sor- 
bitol, dextrose, fructose or iactos . 

5. Atablet according to any neofdaimsl to4in which theratlooftheacidiccomponentoftheeffervescent 
couple to the basic component is from 4:3 to 1:3 on a molecular equivalent basis. 
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6. Atablet according to any one fdalmsl to 4 in which the ratio ofthe acidic component of the effervescent 
couple to the basic component is from 11.5:3 to 4:3 on a nnolecular equivalent basis. 

7. A tablet according to any one of claims 1 to 6 in which the effervescent couple comprises an acid com- 
p n nt sel cted from citric acid, tartaric acid, adipic acid, fumaric acid and malic acid, or acid salts thereof. 

8. A tablet according to any one of claims 1 to 7 in which the effervescent couple comprises an alkaline conrv 
ponent selected from sodium, potassium or calcium (bi)carbonates or sodium glycine carbonate. 

9. Atablet according to any one of claims 1 to 8 in wh Ich t he effervescent couple comprises citric acid, sodium 
hydrogen citrate or malic acid with sodium bicarbonate in a weight ratio (acid:base) of 0.5:1 to 1:1. 

10. A tablet according to any one of claims 1 to 9 further comprising one or more dislntegrants. 

11. A tablet according to daim 10 in which the dlsintegrant component is from 5 to 30% of the tablet weight 

12. Atablet according to daim 11 in which the dlsintegrant component is firom 15 to 20% ofthe tablet weight 

13. Atablet according to daims 10, 11 or 12 in which the dlsintegrant Is a cellulose-based product or a poMnyt 
pyrrolidone-based product or a starch-glycollate product 

14. A tablet according to any one of daims 1 to 1 3, in which the medicament is selected from antibiotics, anti- 
ulcer drugs^ anti-inflammatory drugs, bOe acid sequestrants and antadds. 

15. A process for preparation of a tablet according to any preceding daim which comprises mixing a medica- 
ment with a chewable base and an effervescent couple and optionally a dlsintegrant, and forming a tablet 
firom the mbcture. 

16. The use of a tablet according to any preceding claim comprising a medicament a chewable base and an 
effervescent couple, and optionally a dlsintegrant for oral administration ofthe medicament 

^ Claims for the following Contracting States : ES, GR 

1. A process for preparation of a chewable tablet which comprises mixing a medicament having a bitter taste 
or unpleasant mouthfeel with a chewable base and an effervescent couple and forming a tablet from the 
mbcture said Ingredients of the tablet being substantially uniformly distributed with the tablet 

2. A process according to claim 1, in which the effervescent couple comprises 6.25 to 30% of the tablet 
weight 



10 



IS 



20 



40 
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3. A process according to claim 2 in which the effervescent couple comprises 10 to 20% ofthe tablet weight 

4 A process according to any one of daims 1 to 3 in which the chewable base is one or more of mannitol. 
sorbitol, dextrose, fructose or lactose. • 



5w A process according to any one of daims 1 to 4 in which the effervescent couple comprises an add com- 
^ ponent selected from dtric acid, tartaric acid, adipic acid, fumaric acid and mal Ic add, or acid salts thereof. 

6. A process according to any one of daims 1 to 5 In which the effervescent couple comprises an alkaline 
component selected from sodium, potassium or calcium (bi)carbonates or sodium glydne carbonate. 

7. A process according to any one of daims 1 to 6 in which the ratio of the acidic component of the efffsr- 
^ vescent couple to the basic component is from 4:3 to 1:3, on a nrK>lecular equivalent basis. 

8. A process according to any one of daims 1 to 6 in which the effervescent couple comprises dtric add, 
sodium hydrogen dtrate or malic add with sodium bicarbonate in a weight ratio (ackl:ba8e) of 0.5:1 to 
1:1. 



9. A process according to any ne of daims 1 to 8 furth r comprising one or more dislntegrants. 

10. A process according to daim 9 in which the dlsintegrant forms from 5 to 30% of the final tablet weight. 

10 
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11. A process according to claim 9 or 10 in which th disintegrant is a celluloae-based product rapolvinyl 
pyrrolldone-based product or a starch glycollate product 

12. A process according to any on of claims 1 to 11, in which the medicament Is selected from antibiotics, 
anti-ulcer drugs, anti-inflammatory drugs, bil acid sequestrants and antacids. 

13. The use of a tablet prepared by any preceding claim, comprising a medicament, a chewable base and an 
effervescent couple, and optionally a disintegrant, for oral administration of the medicamenL 



PatentanaprQche 



PatentansprQehe fOr folgende Vertragsstaaten : AT, BE, CH, DE, DK, PR, GB, IT, LI, LU, NL, SE 

1. Kautablette, umfassend eine kaubare Basis, ein Arzneimittel mit bitterem Geschmack Oder unangeneh- 
mem GefQhl Im Mund und eine Brausemischung, wobei die Bestandteile der Tablette im W88entlk:hen 
gletehfdrmig in der Tablette verteilt sind. 

2. Tablette nach Anspruch 1 , in der die Brausemischung 6.25 bis 30 % des Qewichts der Tablette umfiaftL 

^ 3. Tablette nach Anspruch 2, in der die Brausemischung 10 bis 20 % des Gewichts der Tablette umfiaQt 

4. Tablette nach einem der Anspruche 1 bis 3, in der die kaubare Basis aus Mannit, Sorbit, Dextrose. Fructose 
Oder Lactose Oder mehreren davon besteht 

25 5. Tablette nach einem der Anspruche 1 bis 4, in der das Verhaltnis des sauren Bestandteiis der Brausemi- 
schung zum basischen Bestandteil 4:3 bis 1:3, bezogen auf Moldquivalente, betrSgt 

6. Tablette nach einem der Anspruche 1 bis 4, in dem das Verhiitnis des sauren Bestandteiis der Brause- 
mischung zum basischen Bestandteil 11,5:3 bis 4:3, bezogen auf Moliquivalente, betrSgt. 

30 

7. Tablette nach einem der Anspruche 1 bis 6, in der die Brausemischung einen sauren Bestandteil, gewfihit 
aus Zitronensdure, Welnsdure, AdipinsSure, Fumarsiure und Apfelsdure Oder SSurasaIze davon, umfaBL 

8. Tablette nach einem der AnsprQche 1 bis 7, in der die Brausemischung einen alkalischen Bestandteil, ge- 
wihlt aus Natrium-, ICalium- Oder Calcium(hydrogen)carbonaten Oder Natriumglyclncarbonat, umfafit 

9. Tablette nach einem der Anspruche 1 bis 8, in der die Brausemischung Zitronensaure, Natriumhydrogen- 
cttrat Oder Apfislsaure mit Natriumhydrogencarbonat in einem Gewichtsverhaltnis (Siure:Base) von 0,5:1 
bis 1:1 umfa&t 

^ 10. Tablette nach einem der AnsprQche 1 bis 9, die welter ein Oder mehrere Sprengmittel umfafit. 

11. Tablette nach Anspruch 10, In der das Sprengmittel 5 bis 30 % des Gewichts der Tat)lette betrBgt. 

12. Tablette nach Anspruch 1 1Jn der das Sprengmittel 1 5 bis 20 % des Gewichts der Tablette betrdgt. 

45 

1 3. Tablette nach den Anspruchen 1 0, 1 1 oder 1 2, in der das Sprengmittel ein Produkt auf Cellulosebasis Oder 
ein Produkt auf Polyvinylpyrrolidon-Basis Oder ein StSrke-Glycollat-Produkt ist 

14. Tablette nach einem der AnsprOche 1 bis 1 3, in der das Arzneimittel gewdhtt aus Antibiotika, Arzneimittel 
gegen GeschwOre, entzundungshemmende Arzneimittel, Galiensduresequester und Antackia ist 

15. Verfahren zur Herstellung einer Tablette nach einem der vorstehenden Anspruche, umfassend das Ml- 
schen eines Arzneimittels mit einer kaubaren Basis und einer Brausemischung und gegebenenfalls einem 
Sprengmittei und Formen einer Tablette aus dem Gemisch. 

S5 16. Verwendung einer Tablette nach einem der v rstehenden Anspruche, umfass nd ein Arzneimittel, ein 
kaubare Basis und Ine Brausemischung und g g ben nfalls ein Sprengmittel, fOr oraie Verabreichung 
desArzn imitt Is. 



35 



50 
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PatentansprQche fOr fblgende V rtrag staat n : ES, GR 

1. VerfahrenzurHerstellungeinerKautablette.umfassenddasMischeneinesArzn imittels mit bitt remGe- 
schmack Oder unang nehmem Gefuhl im Mund mtt einer kaubaren Basis und einer Brausemischung und 

5 Bilden einer Tablette aus dem Gemisch, wobel die Bestandteile der Tablette im wes ntlichen gleiclif5rmig 

in der Tablette verteilt sind. 

2. Verfahren nach Anspruch 1 , wobel die Brausemischung 6.25 bis 30 % des Gewichts der Tablette unnfe&t 

3. Verfahren nach Anspruch 2, wobel die Brausemischung 10 bis 20 % des Gewichts der Tablette umfa(lL 

4w Verfahren nach einem der Anspruche 1 bis 3, wobei die kaubare Basis aus Mannit. Sorbit Dextrose, Fruc- 
tose Oder Lactose oder mehreren davon besteht. 

5. Verfahren nach einem der Anspruche 1 bis 4, wobel die Brausemischung einen sauren Bestandtell, ge» 
wdhit aus ZitronensSure, WeinsSure, Adiplnsfiure, Fumarsdure und Apfelsiure oder Sduresalza davon, 
umtaHL 

6. Verfahren nach einem der AnsprQche 1 bis 5, wobei die Brausemischung elnen alkalischen Bestandteil, 
gewdhlt aus Natrium-. Kalium- oder Caicium(hydrogen)carbonaten oder Natriumglycincarbonat, unrtfa&t. 
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7. Verfahren nach einem der AnsprQche 1 bis 6, wobei das Verhditnis des sauren Bestandteils der Brause- 
mischung zum baslschen Bestandtail 4:3 bis 1:3, bezogen auf Moldquivalente, betrSgt 

8. Verfehren nach einem der AnsprQche 1 bis 6, wobei die Brausemischung Zitronensiure, Natriumhydro- 
25 gencitrat oder Apfelsdure mit Natriumhydrogencarbonat In einem GewichtsverhSltnte (SiurerBase) von 

0,5:1 bis 1:1 umfa&t 

9. Verfahren nach einem der Anspruche 1 bis 8, das waiter ein oder mehrere Sprengmittel umfa&t 

10. Verfahren nach Anspruch 9, wobei das Sprengmittel 5 bis 30 % des endgultigen Gewichts der Tablette 
betrigt. 

11. Verfahren nach Anspruch 9 oder 1 0, wobei das Sprengmittel ein Produkt auf Celiuiosebasis oder ein Pro- 
dukt auf Polyvlnylpyrrolldon-Basis oder ein Stirke-Glycollat- Produkt isL 

^ 12. Verfehren nach einem der AnsprQche 1 bis 11 , in dem das ArzneimKtel gewdhit aus Antiblotlka, Arznel- 
mittel gegen GeschwQre, entzQndungshemmende Arznelmlttel, Gallensfiurasequestar und AntacMa let 

13. Verwendung einer nach einem der vorstehenden Anspruche hergestellten Tablette, unrrfassend ein Arz- 
nelmlttel, eine kaubare Basis und eine Brausemischung und gegebenenfalls ein Sprengmittel, furorale 
40 Verabreichungals Arznelmlttel. 



Revendicatlons 

45 Revendicatlons pour lea Etata eontractanta auivanta : AT, BE, CH, DE, DK, FR, GB, IT, LI, LU, 
NL, SE 

1. Tablette ^ mdcher comprenant une base de mdchage, un medicament ayant un goOt amer ou donnant 
une sensation d^sagr^able dans la bouche et un couple effervescent, ces composants de la tablette 6tant 

50 dlstrltHj6s de iagon pratiquement unifbrme dans la tablette. 

2. Tablette suivant la revendication 1 , dans laquelie te couple effervescent repr6sente 6,25% d 30% du poids 
de la tablette. 

^ 3. Tablette suivant la revendication 2, dans laquelie le couple effervescent reprdsente 1 0% d 20% du polds 
detatabi tte. 

4w Tablette suivant Tune des rev ndlcattons 1 d 3, dans laquelie la bas de mdchage est constitute par un 
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u plusi urs des composes oomprenant I mannit I, I sorbitol, le dextrose, I fructose ou I li 

Tablette suivant Tune des revendications 1 £t 4, dans laquelle le rapport du composant add du couple 
effervescent au composant basique est d 4:3 d 1 :3 sur une base Equivalent moltajlaire. 

Tablette suivant Tune des revendications 1 d 4, dans laquelle le rapport du composant aclde du couple 
effervescent au composant basique est de 11 ,5:3 ^ 4:3 sur une base 6qulvalente molEculalre. . 

Tablette suivant I'une des revendications 1 d 6, dans laquelle le couple effervescent comprend un compo- 
sant adde choisi parmi I'acide citrique, I'aclde tartrique, Tacide adipique. Tacide furnarique et I'acide ma- 
lique ou leurs sels d'acide. 

Tablette suivant I'une des revendications 1^7, dans laquelle le couple effervescent comprend un compo- 
sant alcalin choisi parmI les carbonates et carbonates acides de sodium, de potassium ou de calcium oil 
le carbonate de glycine et de sodium. 

9. Tablette suivant Tune des revendications 1^8, dans laquelle le couple effervescent comprend de I'adde 
citrique, du dtrate acide de sodium ou de Tadde malique avec du cartx)nate aclde de soidum eelon un 
rapport en polds (acide:ba8e) de 0,5:1 d 1 :1 . 

20 10. Tablette suivant I'une des revendications 1 d 9, oomprenant de plus un ou plusieure agents de dteagr6- 

gation. 

11. Tablette suivant la revendication 10, dans laquelle le composant de d6sagr6gation reprdsente de 5 d 30% 
du polds de la tablette. 

25 

12. Tablette suivant la revendication 11 , dans laquelle ie composant de d6sagr^ation repr6sente de 15 d 20% 
du polds de la tablette. 
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13. Tablette suivant Tune quelconque des revendications 10, 11 ou 12, dans laquelle i'agentded6sagr6gation 
est un produit d base de cellulose ou un produit k base de polyvinyl pyrrolidone ou un produit de type 
glycolate d'amidon. 

14. Tablette suivant I'une quelconque des revendications 1 d 1 3 dans laquelle le mddlcament est choisi parmi 
des antibiotiques, des medicaments anti-uicEreux, des medicaments anti-inflammatoires, dee e6qiiee> 
trants d'acides bilialres et des antl-acldes. 

15. Proc6d6 pour la preparation d'une tablette suivant Tune quelconque des revendications pr6cMentes, qui 
comprend le melange d'un medicament avec une base de mdchage et un couple effervescent et 6ven- 
tuellement un agent de desegregation, et la mise du melange sous fbrme de tablette. 

40 16. Utilisation d'une tablette suivant Tune quelconque des revendications precedentes, comprenant un me- 
dicament, une base de mdchage et un couple effervescent et eventuellement un agent de desegregation, 
pour I'adminlstration par vole orale du medicament. 
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Revendications pour les Etats contractants sulvants : ES, GR 

1. Precede pour la preparation d'une tablette e mdcher, qui comprend le melange d'un medicament ayant 
un goOt amer ou donnant une sensation desagreable dans la bouche. avec une base de mechage et un 
couple effervescent, et la mise du melange sous forme d'une tablette, ces composants de la tablette etant 
dlstribues de fagon pratiquement uniforme dans la tablette. 

2. Precede suivant la revendication 1 , dans lequel le couple effervescent represente 6,25% e 30% du polds 
de la tablette. 

3. Precede suivant la revendication 2, dans lequel le couple effervescent reprdsente 10% e 20% du poids 
de la tablette. 

4. Precede suivant i'une des revendlcati ns 1 d 3, dans lequel la bas d mdchage est constltuee par un 

uptusl ure des composes comprenant te mannit 1, lesorbit I, led xtrose, le fructose ou ie lactose. 
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5. Proc6d6 suivant Tune des revendications 1 d 4, dans lequ 1 1 couple effervescent comprend un compo- 
sant adde choisi parmi Tacide citrique, Tadde tartrlque, i'acide adipique, Tacide fumarique et Tadde ma- 
lique ou leurs eels d'aclde. 

5 6. Proc6d6 suivant Tune des revendications 1 d 5, dans lequel I couple efferv scent comprend un compo- 
sant alcaiin choisi parmi les carbonates et cartmnates acides de sodium, de potassium ou de calcium ou 
le caitonate de glycine et de sodium. 

7. Proc6d6 suivant Tune des revendications 1 d 6, dans lequel le rapport du oomposant acide du couple ef- 
fervescent au composant baslque est de 4:3 d 1 :3 sur une base dquivalente mol^culalre. 

8. Proc6d6 suivant l*uhe des revendications 1 d 6, dans lequel le couple effervescent comprend de Tacide 
citrique, du dtrate aclde de sodium ou de I'adde mallque avec du carbonate acide da soldum seion un 
rapport en poids (acide:ba8e) de 0,5:1 d 1:1. 

d. Proc6d6 suivant I'une des revendications 1^8, comprenant de plus un ou piusieurs agents de d68agr6- 
gation. 
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10. Proc6d6 suivant la revendlcation 9, dans lequel I'agent de desegregation reprteente de 5 d 30% du poids 
de la tabiette finale. 

11. Procdde suivant les revendications 9 ou 10, dans lequel Tagent de desegregation est un prodult k base 
de cellulose ou un prodult d base de polyvinyl pyrrolidone ou un prodult de type glycdate d'amidon. 

12. Precede suivant Tune quelconque des revendications 1 d 11 . dans laqueDe le medicament est choisi parmi 
25 des antlbiotlques. des medicaments anti-uicereux, des medicaments anti-inflanvnatoirss, des seques- 

trants d'acides biliaires et des anti-acides. 

13. Utilisation d'une tabiette suivant Tune quelconque des revendications precedentes, comprenant un me- 
dicament, une base de mdchage et un couple effervescent et eventuellement un agent de desagregatton, 

^ pour radministration par voie oraie du medicament 
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